NIXON 8. WNDERHYE PC4 Fax:703-816-4100 



Rpr 12 2004 13:33 



P. 19 



FUNAMIZU et al 
AppL No. 09/485,845 
February 12, 2004 




REMARKS/ARGUMENTS 



Reconsideration of this application and entry of this Amendment are solicited. 
Claims 67-76 and 85 remain pending in the application. 



elected subject matter have been deleted from claim 67. For the examiner's convenience 
attached is a copy of claim 67 showing the deletions and also giving the numbers of the 
relevant examples related to each of the compounds listed in this claim. 

In addition, a typing error has been noted in the fourth compound of page 6 of the 
previous response, namely the substituent should be an 8-fluoro which is consistent v^^ith 
the description found on pages 47-48 of the specification relating to compound 91 . No 
new matter is involved with this change, simply a typing correction. 

Responsive to item 3 of the Official Action, claim 69 has been amended in order 
to reduce issues. 

This leaves for consideration the issues raised in item 4 of the Official Action in 
which it is argued that claim 85 includes subject matter ''which was not described in the 
specification in such a way as to reasonably convey to one skilled in the relevant art that 
the inventors, at the time the application was filed, had possession of the claimed 
invention/' 

With respect, when one considers all of the information in the as- filed 
specification it will be apparent that the inventors did indeed contemplate a series of 
compounds and homologues which include the structures noted by the examiner in item 4 
of the Official Action, namely one of the moieties for definition Ai as well as for the 
definition of D, For instance, with respect to Ai it vrill be noted that on page 13 of the 
Amendment and response of September 2, 2003, three stnicttires are given in which the 
first contains no substitution on the sulfur atom, the second contains a single substitution 
and the third contains two substitutions. 



Responsive to item I of the Official Action, the compounds falling within non- 
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The same series of homologues is also shown on the same page at lines 2 and 3 
where there is no substitution, a single substitution and a double substitution of oxygen 
on the sulftir atom. Other structures with homologous variants are throughout the 
specification and the same pertains to the structures shown for the definition D on page 
14 of the Amendment and response of September 2, 2003. 

Not only were applicants working in homologous series, some of the compounds 
falling within the particular series being investigated turned out to be highly effective and 
in fact were identified at the time of filing as being preferred compounds. The fact that 
general structures were (for inadvertence or otherwise) not specifically listed in original 
claim 10, for instance, appropriate structures are provided throughout the specification, 
particularly in the tables, as to other components. Thus the totality of the description of 
the invention should be considered in assessing and reviewing the examiner's position. 

As stated in the Amendment and response filed September 2, 2003, the 
compounds in Example Nos. 67 and 68 on page 45 of the present specification have 1,4- 
dioxo-2,3-dihydro-benzol[l ,5]thia2:epine as the "A," substituent, and the compound in 
Example No. 172 (the last compound on page 62) has as the "D" substituent the structure: 
.NH-CH2-CH(OH)-CH2-NH-CH2-CH(OH)-CH3. 

The compound in Example No. 68 is specifically listed in page 17, lines 9-10 as a 
preferred compound. ^ 

The compound in Example No. 1 72 is also listed in page 1 9, lines 20-2 1 as a CO 
preferred compound. The paragraph on page 37, lines 11-15 states that (among others) 
the compound in Example 68 exhibits e.xcellent growth hormone releasing activity. 

When all of the relevant information is considered, especially that summarized 
above, it will be apparent that claim 85 correctly and adequately reflects the inventive 
contributions of applicants, is free fi-om the prior art and is fairly based upon the ^ 

o 

description of the invention as filed. O 

"D 
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Reconsideration and favorable action are solicited. 
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AMENDMENTS TO TRR CLAIMS; 

This listing of claims will replace all prior venions, and listings, of claims in the 
application: 

Claima 1-66 cancelled. 

(Previously Presented) A campound selected from: 

N-(2- Aminoethyl)-3-phenyl-2(R>-[2-( 1 , 1 .4-trioxo-3 J-dihydro- 

[l,5]ben20ihia2epin-5-yl)-ace:ylaxnino]propionamide; 

lcmttiiydn:j"bcui,u[l]aii^pi» - ^ - yl) prep i o nam:de :' ~ 
^ /O/ 3 " (3 ' Acc c yl4imiiO-2"OAU'-2,3.4,J- c etrahydio-bti>ZQ[b]aiRpLa"I^y0 ^ 

^ /5"^ N '- [ I(R) - (2 'T ^uuiiot! t hylLMbAiUo/t) ' 2"(na phth al e n-2 ^y i^^ l, ' h> 
dl]!ydlO-0I^diUe!i^^[b,Qaz ocT^^'S■'y ^ ) p rep!g H2Ul^ll£, 

dihydro 6 B- dibongo(b»f}oeQe i n"5 yQ pre pi o Bamidei 
/ N-Cl(RH3-Aminopropylcarbamoyl)-2-(naphihalen-2-yl)ethyl]-3-(4"OXO-2,3- 

dihydro[l,5]ben20thiazepin"5'yl)propionamide; 
^ N-[l(R).(4-Aminobutylcarbamoyl)-2-(aaphthaIen-2-yl)ethyn-3*^4-ox 

dihydrO'[l^]ben20chiazepin-5-yl)propionamide; 

N-(4.Atninobucyl)-3-(naphLhalen'2-yl)-2(R).[2-(4-oxo-2J-dihydro^ 

( 1 ,5]benzothia2epin-3-yl)-acetyUmino]propionamide; 
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N-[l(RH3-A2iiinoprc3pyIcarbaxnoyl)-2-(naphthalen-^ l-oxo-HH- 
dibexnto[b,fl [ I ,^]oxa2cpin- 10- yl)propionainide; 

diliydr o IIH^ itiS) p ygroIo[2,l QjfUJben&odiaeQtfiii - 10 yij pr o p tQBomid e t — 
W [l(n) (3 - Ami«o py o p yl e afbafn &yt^- a ^nophchalen - a y l)e!hyll 3 ( ^ mochoycy 3 — 
Q xo fljS^lifi rnt a rrthyrir o hftnre {^} <»epm I yl)pfop i oaamidQ; 
/ 0 N-[l(R)-(3-Am2nopropylcarbamoyl)-2<naphthaIen-2-.yl)ethyl]-4-(4^ 
dihydro-(l,51 bcti20th:£p:epin-5-yl)butyrainidfi; 

dioKQ a,3,0 tetrnhyd r O 'b cn 8 o^c]{t, 4 j d iag ep m I yl) p i ' Bpioffaimdc> 
N Il(R) C^A ! nuiocth if' lca ff bQ ffley l) ^ 2 '' (flft p h t hfl^ 3 (3 - uauO> 

amjOiu luii;o[l> 4 ] o xfl^i "4 jOpfjpiofiamidL, 
j > N > [l(R>(3 . AmifM3propyleQfbamoyl) 3 (ne p hthalo w 2 yl)cthyl] 3 (3 oxo 2,9 — 
dihyili ' C F' bcngQ{l, 4 ] o xMin -4- yl)pi0pL O Bamide; 
^ //^ fU^t) (3 Affunepyopyloflrbamoyl) 2 (naphthfllw 3 yQothyt] 3 (3 Qxo - 3t^ i 5 i & - 
' t e urohydre 3 H '- b a o a o[bI aB Qci g.l. y L )pr o pinniTm'f1p; 
N-(2.Aniino-2-methyIpropyI>3-(riaphthaIen-2-y!^2(R)-t3-(4-oxo-2,3-^^ 

[ l,51ben20thiazepin-5-yl)-propionylaminolpropionaimde; ^ 
^ ^ N-[ 1 (R)-(3-Aminopropylcaf bamoy!)-2-{naphthaIcn-2-yl)echyI]0-(2-meA ^ 
0X0-2,3- dihydro[l,5]bett20thiazfipin-5-yl)prQpionamidc; ^ 

I- 

m 
o 
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d ih yd r o Gil ditiotiBirPrff yiihntMmtiirtp- . - 

N.[l(R).(3-Mcthylamino-propylcarbanioyl)-2-(naphthaIen-2-yl)ethyl]-3-.(4-oxo- 

2^-dihydro-( 1 ,51ben20thia2epm-5-yl)proptOQaimde; 
X^O N-[l(R)-(3-Methylaniino-propylcarbamoyl)-2-(naph*aien-2-yl)ethyll-4-<4-oxo- 

2,3-dihy<lro-(lJlbcn20Ciuazepm-5-yl)butyramide; 
^2 N.(l(R)-((3.AjmnopropyI)-methylcarbamoyll-2-(naphihalen.2-yl)cthyl)-4-(4-oxo- 

2,3- dihydio-t 1 .5] benzothiazepin-S-yObutyramide: 

N-(3-AminO'2-hydroxypropyl)-3.(aaphthalen-2.y{V2(R)-(3"(4.oxo-2,3-dihydro- 
( 1 ,5)ben20thia2epln-5-yl)-propionylaimao Jpropionamide; 
/ii" N-(l(R)-(3-Aniioo-2-hydroxypropylcarbamoyl)-2-<Qaphthalcii-Z-yl)ethyl]-4-(4- 

oxo-2,3-<lihydro-t I ^Ibenzothiazepin-S-yDbutyramide; 
^ N-[l(R)-(2-Amino-ethyIcarbamoyl>2-(naphihalen-2-yncthyl]-4-(4-oxo-2,3- 

dihydfo- [1.51bciaotliiazepin-5-y0butyrainidfi; 
-X ^ N-(l(R)-(Bis-(3-aminopropyl)carbamoyll-2-(naphthaleti-2-yl)ethyl)-4-(4-oxo-2,3- 

dihy<Jn}-[l.5]benzothiate?in-5-yl)butyTamide; 
7JL N-CUR)-(3-Aimno-propylcarbamoyl)-2-(naphihalen-2-yl)ethyl]4-(l.lAtri 
2,3-dihydro-(USlb«azothia2cpjft-5-yl)butyrainicie; 

N-[l(RH3-AminopfopylcarbainoyI)-2-(naphthalen-2-yl)ethyl]-4-(n-oxo-l IH- 
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dibenzo(b,fl[1.4]oxazepin-l0-yl)butyrainide; 
^ //J^ Ni ^l(R) - (3"AiiiiiiutJiap; ' U'ubam a yl) S (aaph t hnlo B S yPechyl] 3 nhunothioBin 10 
yl ptQpionnTniriw^ 

^ K [l(n) (3 i\xiuiiu a lijd gQ UjtJio^Jjlumbmii c yl) 3 Cna p hamlui 2 j ' Qftthyl] 3 ' ( 6 -" 

11. d i hy fl r f) f \ \\ nP H"' ^ y'lp'^T' 

^ /^O !^<3 - AgUB 0 2 - by Ji uxj pie p ylH(R)<3 - ( 6- meth e xy - >w o^-3;4->Metrahydr(>. 
.bengo[b3ngepre-H'^)pgep^^y'ft°""^H-(napt«tiftte<>"2-y 

^ ■. ;< - (> Aiiiliiu 2 IijdiuAytJiuwjt) ' 3 (njpita;^eu - 2-yt)-2<R>[3^(2 ' UAU-3.4.ij,fi 

-uujhy dni an bnn n ri [lT]"'»»"i" ^ yi^pTirYi«ii . yTn»n i«i rt1proptQHflmid a ! 
/ N-[l(R)-(3-Anjinopropylcarbamoyl)-2-(i«iphthalea-2-yl)etbylI-S-(4-oxo-2.3- 

dihydro-i; 1 ,5]benzathiazepm-5-yl)pfiQtanami<le; 
/ ^ N.[i(R).(2.ajiiifloethytcarbamoyI)-2-<naphtl»lea^2-yl)cihyll-5-<4-oxo-2.3- 

dihydro-CLSl benzothiazepin-S-yOpenianaavide; 
^ J N-[l(R)-(3-AxninopropyIcarbatBoyl)-2-(lH-lndol-3-yl)-ethyl]-4-(4^xo-2.3. 

dihydro-[ 1 .51-beii2othia2epin-S-yl)butyramidc; 
4^ N-[l(R)-(3-Amijiopropylcarbamoyl)-2-(5.6,7,8-tetrahydro.napbthalea-2-yl)elhyl]- 

4-(4.oxo-2,3-dihydro-[ \ ,5]-benzathiazepin-5-yl)butyraniidc; 
/^f* N-[UR)-<3-Anuno-2-hydroxypropylcarbamoyl)-2-(naphthaIeii-2-yl)elliylI-3-<l I - 
oxo- 1 iH-dibenz [b,f\[ 1.4]oxa2epin-lO-yl)propionanude; 
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^ ^ (R)-{3-Axnlnopropylcarbazixoyl)-2<aaphihalcn-2-yl)ethyl}-4-(l ,4-dioxo-2,3- 

dihydro- [1.5] benzotfiiMCpm-5-yl)batyrainide; 
/O^ N-[l(R)-(3-Axninopcopylcarbamoyl)--2-(naphthaIen-2-yl)ethyl]^ 

dihydro-[l,5]-benzoxa2epin-S-yl)butyramide; 
/^X N*[l(RH3-Aiiiino-2-hydroxypropy!caTb3myl)-2-(naphthalen-2-yI)et^ 
methyl*4-oxo -2,3-dihydro[ l,5]benzothiazcpin-5-yI)pfopionainide; 
^ / N-Cl(RH3-AminoprapylcarbamoyI)-2<iiaphthalen-2-yI)ethyI]-3-(7-fluo^ 
[ \ ,5]bcnzo!hiazBpin-5-yl)propiauanude; 

(J, L 1 diuAU ^ 2,>tmiy dro- 1 n,< t la5>p y t:elu[2. 1 « LHl>]diagflpift - 10 - 

yOpfop te nami de ) 



^ N ' -[UR)-(3'A;miiU"2-^liydiuAjyxosjyiea rfa gm gy i>^ (naphthalan^ yl)cihyl] 3 — 

^ /V^/ ^ >Ht(I^H3 ' AmiH o a '- Uj f diOAjpiu py <egbam oy iW<Mplitliakfl " 2"yl)ethyl] 
■ tnothcwcy 3 quo 2,3. U ietftth y df o» benM[b]aK ? piii^I^yl)buti f iJuUdt!, ' 
P f N-{UR)-<2-Airunoethylcarbamoyl)-2-(naphthaIenc-2-yl)ethyl]-3*(8^ 
2,3-dihydro-( 1 ,5]beazothiazcpin-5-yl)propionainide; 
/ 3 ^ N-(3-Aimno-2-hydraxypropyl>3<naphthalene-2^y0-2(R)-[3-(4-oxo-7- 
trinuoroinethy!-2,3-dihydro-[l.S]beiizothta2epin-5- 
Opropionylaminolpropionamide; 
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N-[ I (R).(3-Amlno-2-hydroxypropy lcarbanioyl)-2-(naphlhalen-2-yl)ethyl]-4-(4- 

oxo-2^-dihydro-[l,5]-ben20xazeptn-5<yl)butyramide; 

N-(3'Amino-2-hydfoxypropyl)-3-(naphihal«n-2-yl)-2(R>[3-(4-oxo-2,3-dihy<iro- 

[ I J].ben20xazepin-5-yl)propioiiy!amlno]propxonamide; 
7 N-[ URK3-Amlna-2-hydn3xypropylcarbamoyl)-2-(naphthalen-2-yl)ethyl]-4-<8- 

auoro-4'Oxo-2,3-<lihydro-[l^]benzothia2epiii-S»yl)buQTaznide; 
6 N-(3-AnuDO-2-hydroxypropyl)-2(R)-C3.(8-fluoro-4^xo-2,3-dihydro- 
; [ t ,5]ben20thiazepin-5-yOpropionylamuio]-'3->(napb(halen-2>yI)propionamide; 

^ J. N-[ l(RX3-Anunopropyicarban!oyl)-2-(naphthalen-2'yl)ethyl]-4-(8-fIuoro-4-oxo- 

[ 1 ,S1 -beniothiaapin-S-y Obutyraroide; 

dihydf<>^ibenzo(b. e ]aa e pm - S - y l )pfnp<nnamirip; 
^ J.^^ M [1(R) ' (3 Anuno 3 hydroKjipropyieaffaamoy l ) 2 (naphtholon 3 yl) e thyl] 3 (6 

ono 6,11 dihy tl ro HiUTnr > (h , i-] . i7 i Tiff-^Tyl ) pmpiflflfltni«1f: 

H''El(R}"'(g'^mii]ueaiy l&Ai t flni c yi>»(na p t rt hakn ' 2 ' j r i) ee h y l>3 ' (fii 1 1 dioj tB- $. 1 1 ■ 

dih y^^ dib e «e » (b,B]aaQpui 5 yl)prf»pir > iiimii1n'; 
^(^^^^^ (3 ' j^JiiflOp ^ o p ylcMbttBi ey l) 2 (ftophtiwI e B 2 y Oeth y l] 3 ( 6 ,U - d i oH<> — 

' 6,U-dlIiyi!;u-JiUmu[b...Iii:f p Ui ' S - j i l)pfapieBamide; 
^ X^-X N CUH) (3 2 Uj df B xy pf epylMf fa am o yl) 2^Ha p httiflkiri jQcthyl] 3 

<fij l - diuAO-'fi.l 1 ■vliliyiliu-dibwi2U " [b.cl-ittqflLt^3 « yl)ljtuyiuiiimutl gr 
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^ / W '> [l(R) ' (3 ' AuijiiutJi ' i3pylcaf b ttmoyl) 2 (im^jluimlwi 3 yl>Btihy(] % ( ^^ w - 6n - — 

>/ ^ N-[l(R).(3-AnunopropyIcarbamoyI^2-(Mphthalen-2^yl)ethyl]-3-(l l^oxo-.! IH- 
dibenzo[b,f][l ,4]thiazepin-10-yl)proptonamide: 

N-[l(R)-(3-Ajiuno-2-hydroxypropylcarbamoyI>2-(naphlhalcn-2'yl)e l- 
) oxo-1 IH- <iibenzoCb,fl[l,4I-thia2epui-10-yl)propionainide; 

N-[l(RK3-Amino-2-hydroxypropylcarbamoyI>2-(naphthaIen-2-yl)cihyl]-5- 

(5, Il-dioxo-5, 1 l-dihydrodiben20-[b,f]C 1 .4]thiazepin- 1 0-yDpenunamide; 
X^X, N-[l(R>(3-Aixuna-2-hydroxypropylcafbajnoyl)'2-(naphdialen-2-y0e^ 

(5,5 , 1 1 -Crioxo-S, 11 -<Jihy dro-dibenzo Cb,fl n thiazfipin- 1 0-y l)p<^^ 
X^i" N-[l(RH3-AinincK2-hydxt5xypropylcafbainoyI)-2-CnAph^ 

dimethyl-4-cxo-3,4-dihydro-2H-bcn2Q[I,5Ithia2epin-5-yl)propionam^ 

' e hl o f a" 5;Il ■ dioxO"2,3>n,l lfl '' tstfahydg ^ lII^IH^ — 

' tt][l, 4 } rf iflicpint 10 y Op ro pi o n g nide: 

^ N [1(R) (3 AoiiBO 2 hydroxy p f q p yte aibttfg oy O-2^(ifapl r diai B u-2- 7l'^ 

■ (6,iadiOKO 6,6Qj,8t9,10 hoxahydw UH bQwgoCG]p y rido{U oKU^ldiaaopm e 5- 
yl)pfOpionanud6'i ■ 
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■ flugfo 2 OKO 3,4i5i 6 toBrahydrp 3H bongo[blflaiOflin 1 tj\)pn3ip i^ty mArk\ ■ 
^ N-[ 1 (RH3- Aminopxt3pylcarbainoyl>2-(naphthaIen-2-yOethyI]-2-meihylO<^ 
oxo-3,4^hydro-2H-benzoil4]-^hia2fipm-5-yl)propioaftmide; 
N-[l(R)-(3'Amino-2-hydroxypropylcarb«moyl>2-(riaphthalea-2-yl)ethyl]-2- 
m€thyl-3-(4-oxo-3»4-dihydro-2H-ben2o[ I ^Ithia2epin-5-yI)propionam^ 
/ N-[ l(R)-(3-aimno-2(S)-hydroxypropylcarbamoyl)-2-(naphthden-2^^ 

) oxo-3,4-dihydro-[l,5]-benzothia2epin-5-yl)bmyraiiu(le; 
^ X ■ N ' [URH^ - Amin e ' 2 ^ liydi oxy' piij\)}kaAAm ^)^ myi^ 

a}( l, 4 ]<ii«flpi«e - iOyl)propionmnido ! 
f8 1 N-(URW3-amino-2(R)-hydroxy-propylqarbaxnoyl)-2-(naphthaleu-2-yl)et^ 
(4-oxo-3.4-dihydro-[U5]-ben20Chiazepin«5-yl) butanamide; 
^ 3 N [1(R) (>AgiiH e 2 H> y d ir o xy p fo p yl c ajban wy <>2 - <Mph t halen'-'2'*y<)& t h yi } - — 
d i mothyl 3 (5,11 d ia w 2v3,ll,lU e etr ftl t y rf g <^ni,5H^U.iUuCt]p; ! iiulu[1^2^ 
^a ]Cl.,^]diaMpino 10 yOprnpionHTTTrrfr ; — 
X^*^ N-flCR)-0-Aitiino-2-hy<irtxypropylcarbamoyl)-2<naphthaIen^ 

dimethyl-3-(l , 1 ,4-trioxo-benzo-{ l,5]thia2ftpin-5-yl)propionainidB; 
N-[l(R)-(2-Ainino-«thyIcarbamoyl)-2-(naphthaIen-2-yl)ethyl]-2-meA 
3,4-dihydra-[ 1 ,5]benzothiazepin-5-yI)prQpionainide; 
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JL^^ N.[URH3-Aiiuno-2-hy(lroxypropylcarbamoyl>2.(naph^ 
^ ^ J. ..■y.ftffl K-i-Ai^"^^^ i UjdiuAji Miil. jl i.1i aaiujl).^2 (uutjUaialLii -2-jlXaijn 3.(3 

^j^ n ji , ^n. n 1 1 ' i ' - '''^^^ ^ m.r.ua uin.D iii nTTm 

10 yOpffopiommiiilf and 
) N41(R)-[2-Hydroxy-3-(2(R>hydroxypfopy^amino)propylcaxbamoyl]-^ 

naphaialen-2- yi^,thyll-4.(4-oxo-2.3^hydro-[l .51b««othiaxepii:-5-yl)butyT«nidc. 

68. (Previously Presented) A caiopo*ition *Wch cotxiprises «x Inert carrier and a 

compound according to claitn 85. 

69. (Previously Presented) A composidon which comprises an inert carrier, a 
compound according to claiin 85 and at lc«t one of the following components: 

a growth hoimone secrctasogues .el««d from KP- l02(GHRP-2).GHRP-6. Hex«relin, 

andGHRP-V- ^ 
.FO«hhonno««l.a.ingt..»r(GRP)«l«»dftomICF.l.IOF.23»lB-Hr920.^ W 

70. (Previously Presented) A method for increasing levels of endogenous growth - 
hot^nes in a human or an animal which comprises administering to such human or W 
animal an effective amount of a compound according to claim 85. ^ 
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